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What is claimed: 



10 



A method <^f inhibiting the binding of a 6- sheet 
fibril to \ RAGE on the surface of a cell which 
comprises ^contacting the cell with a binding 
inhibiting \ amount of a compound capable of 
inhibiting binding of the 6- sheet fibril to RAGE so 
as to thereby inhibit binding of the S- sheet fibril 
to RAGE, 

The method ofe claim 1, wherein the S-sheet fibril 
is amyloid filbril 



15 



The method of claim 1, wherein the 6- sheet fibril 
is a prion- derived fibril 



20 



The method ofl claim -1, wherein the S-sheet fibril 
is selected from the group consisting of amyloid-S 
peptide, amyldlnJ amyloid A, prion-derived peptide, 
transthyretin/1 cystatin C, gelsolin and a peptide 
capable of fcprjnin^ amyloid. 
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The method of claim 4, wherein the IS- sheet fibril 
is an amyloid-is peptide is selected from the group 
consisting of AS (1-39), AS (1-40), AS (1-42) and 
AS (1-40) Dutch variant. 



30 



The method of claim 1, wherein the compound is 
sRAGE or a fragment thereof. 

The method of dlaim 1, wherein the compound is an 
anti-RAGE antibody or portion thereof. 
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The method of ctLaim 8, wherein the antibody is a 
monoclonal antibody . 
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9. 



The method of claim 8, wherein the monoclonal 
antibody d\s a human, a humanized, or a chimeric 
antibody . 
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The method \ of claim 5, wherein the compound 
comprises a Fab fragment of an ant i- RAGE antibody. 
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The method pf claim 5, wherein the compound 
comprises th^ variable domain of an ant i -RAGE 
antibody . 



15 



12 



The method o\f claim 5, wherein the compound 
comprises one <£>r more CDR portions of an ant i- RAGE 
antibody . 
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The method of qlaim 5, wherein the antibody is an 
IgG antibody. 
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The method of/ claim 1, wherein the compound 
comprises a pepitide, peptidomimetic , a nucleic 
acid, or an (organic, compound with a molecular 
weight less thar^-^et) daltons 
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The method of clad\ni 1, wherein the cell is present 
in a tissue. 
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The method of cla^m 15, wherein the tissue is a 
spleen . 

The method of clairti 15, wherein the inhibition of 
binding of the S-kheet fibril to RAGE has the 
consequence of decreasing the load of S-sheet 
fibril in the tissue. 
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* 
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18. The method of\ claim 16, wherein the inhibition of 

binding of tpe fi-sheet fibril to RAGE has the 
consequence op: decreasing the load of 6- sheet 
fibril in the ttissue. 
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19. 



The method ofl claim 1, wherein the cell is a 
neuronal cell, Ian endothelial cell, a glial cell, a 
microglial cell, a smooth muscle cell, a somatic 
cell, a bone marrow cell, a liver cell, an 
intestinal cell, a germ cell, a myocyte, a 
mononuclear phagocyte, an endothelial cell, a tumor 
cell, or a stem! cell 
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The method of c^aim 1, wherein the cell is a RAGE- 
transfected eel! 
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The method of 9^aim 1, wherein the cell expresses 
RAGE . 



20 22. The method of cllaim 1, wherein the inhibition of 

binding of the \ 6- sheet fibril to RAGE has the 
consequence of inhibiting fibril -induced programmed 
cell death. 
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The method of clatm 1, wherein the inhibition of 
binding of the JJ-sheet fibril to RAGE has the 
consequence of inhibiting fibril - induced cell 
stress . 
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The method of clain\ 23, wherein the inhibition of 
fibril -induced cell! stress is associated with a 
decrease in expression of macrophage colony 
stimulating factor . 
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The method of claim 123, wherein the inhibition of 
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fibril - induced 
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cell stress is associated with a 



decrease in expression of interleukin- 6 . 

The method of /&iaim 23, wherein the inhibition of 
f ibril- induceci \ cell stress is associated with a 
decrease in expression of heme oxygenase type 1. 

The method of draim 1, wherein the cell is present 
in a subject and the contacting is effected by : 
administering tMe compound to the subject. 



27, wherein the subject is a 



The method of cl 
mammal . 




The method of claim 28 , wherein the mammal is a 
human being. 
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The method of claim 27, wherein /the administration 
is intralesional, intraperitoneal, , intramuscular, 
intravenous, liposome mediated delivery, topical, 
nasal, oral, anal, ocular or/otic delivery. 



31 . A method of preventing 

involving 15- sheet fib 

25 Alzheimer's Disease 

administering to th 
amount of a compou 
of the S-sheet fibril 
prevent and/or ycreat a 

3 0 fibril formation other 

the subject 



arid/or. treating a disease 
1 formation other than 
a subject which comprises 
bject a binding inhibiting 
able of inhibiting binding 
to RAGE so as to thereby 
disease involving 6- sheet 
than Alzheimer's Disease in 
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The method of claim 31, wherein the compound is 
sRAGE oy a fragment thereof . 
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The method ofo£i<aim 31, wherein the compound is an 
ant i -RAGE -alTtibody or portion thereof. 
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35 , 
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37 , 



A method of determining whether a compound inhibits 
binding of a IS-sheet fibril to RAGE on the surface 



of a cell whi] 

(a) immobilizing 

(b) contacting th 
compound bein< 
RAGE under co: 
fibril to RAG 

(c) removing any u: 

(d) measuring the 
immobilized S- 

(e) comparing the 
amount measure 
decrease in t 
fibril in the 
that the compound 
fibril to RAGE 



h comprises : 

he S-sheet fibril on a solid matrix; 
immobilized S-sheet fibril with the 
tested and a predetermined amount of 
it ions permitting binding of S-sheet 
in the absence of the compound; 
ound compound and any unbound RAGE; 
amount of RAGE which is bound to 
sheet fibril; 

amount measured in step (d) with the 
in the absence of the compound, a 
fie amount of RAGE bound to S-sheet 
presence of the compound indicating 
inhibits binding of S-sheet 



A compound no 
of S-sheet fibfcr 
the method of c 



previously known to inhibit binding 
il/ to RAGE determined to do so by 
aim 34 . 
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A method of preparing a composition which comprises 
determining whether a compound inhibits binding of 
S-sheet fibril \to RAGE by the method of claim 34 
and admixing thq compound with a carrier. 

A method of deteihnining whether a compound inhibits 
binding of S-shedt fibril to RAGE on the surface of 
a cell which comprises : 

(a) contacting IRAGE- trans fee ted cells with the 
compound toeing tested under conditions 
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(b) 
(c) 



(d) 
(e) 

(f) 

(g) 
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permittiAg binding of the compound to RAGE; 
removing Wny unbound compound; 



contactin 
condition^ 
fibril to 
removing 
measuring 
to the cel. 
separately 



the cells with 6-sheet fibril under 
permitting binding of S-sheet 
RAGE in the absence of the compound; 
ny unbound S-sheet fibril; 
the amount of 6- sheet fibril bound 
Is; 

repeating steps (c) through (e) in 



the absence of any compound being tested; 
comparing the amount of 6- sheet fibril bound 
to the cells from step (e) with the amount 
from step (f ) , wherein reduced binding of 15- 
sheet fibrp.1 in the presence of the compound 
indicates that the compound inhibits binding 
of 15- sheets fibril to RAGE. 
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38 , 



39. 



The method of 
cells . 



(im 37, wherein the cells are PC12 



A compound not previously known to inhibit binding 
of 15- sheet fibrill to RAGE determined to do so by 
the method of claim 37. 



25 40. A method of preparing a composition which comprises 

determining whether a compound inhibits binding of 
6- sheet fibril to\ RAGE by the method of claim 37 
and admixing the compound with a carrier. 




